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Partnering — Together for medicines that matter

Nycomed is actively seeking partnerships
— Co-development from early research on
— In-licensing for marketing by Nycomed
— Out-licensing where Nycomed is not present
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The R&D Operating Model — contribution of Data Science m

—
s
- State-of-the-art statistical capabilities - Data cleaning process and database set-up

« for statistical input into protocol and drug outspurced (to alarge proportior?). .
development plans Flexible data management capacities available

for in-house processing as well as for supervision

- Maintenance of standards of Data Management CROSs

« Data acquisition

« Data integration

- Study specific statistical reporting and
generation of analysis data bases

- Ensure availability of integrated clinical trial outsourced with flexible resources for CRO
data for pooled analyses supervision.
(Data Warehouse Development, operation and
maintenance)

« Data quality
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Heterogeneous Data Sources

e CRO databases
— standardised SDTM domains based on Nycomed requirements
— ADaM datasets

e Data from in-licensing partners
— what-ever-they-have structures

e Legacy data from two prior companies
— what-ever-we-have structures
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FACT objectives m

‘

e Ability to protect and explore one of the main assets of our company: Clinical Trial Data

e Optimise procedures for exchange of clean clinical trial data with external and internal
partners

e Ensure data integrity

e Acquire data of partners in licensing projects secure and quickly
e Provide a platform for storage of legacy data

e Data availability for all data-related questions

e Ensure compliance with regulations (21 CFR part 11, ICH E9)
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Clinical data warehouse FACT
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Data flow and data processing

N
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Global CDISC initiative

Assistant —

Data Science
RDM/DA

— Assistant

Biostatistics Biostatistics
RDM/BS Roskilde (DK)

Data Integration

Standards
RDM/DI

l

Data Warehouse
Development &
Interfaces
RDM/DW

Data Acquisition
Standards &
Technology

RDM/DT

Data Management ||

Mumbai (India)

Building of a CDISC SDTM and ADaM standards competence centre which coordinates all activities

related to these standards within Nycomed R&D and between Nycomed and partners

2. Development of

— Global in-house standards / processes / QC concept

— CRO interfaces / deliverables and processes

Development of a dataset repository (windows file system, physical import and export)

Contribution to the FACT project / data warehouse operation and maintenance
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Dpt. Data Integration Standards — the FACT / CDISC team m

—
Role No of Tasks / responsibilities
individuals
CDISC coordinator 1 Scope, process definition, strategy, submis-
sion
""""""""""""""""""""""""""" 2 e SDTMongoing and legacy

e SDTM Phase | / PK

1 e ADaM / define.xml / ODM
DIM - Data Integration e SAS Server, batch jobs, export
Manager e SAS QC SDTM- TFL compare
e Studysetup o SAStoolkit
e Data import/export
e Integration/codelists 1 e Data import and export
e QC e LiveLink administration / user accounts
e Maintenance e codelists
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CDISC and FACT development at Nycomed

coneo

Legacy data conversion / FDA submission

Nycomed CDISC standards development

Ongoing study conversion to CDISC by CRO

FACT
SAS progr. team

2007 2008  golive

Data Integration Standards team
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,How we work with CROs‘“ — CDISC standards

1 | Tabie of Contents

1 Purposs and objsctive

GUIDELINE TO THE CRO WORKIRG WITH NYCOMED WITHIN DATA
MANAGEMENT, CRF DESIGN, STATISTICAL PROGRAMMING AND

Nycomed COIEC standards 2. Dafinition of Terms amd Abbreviations..

REPORTING SOTM - ADal 3 #Apphicable Referances .,
4 SO ...ooemesrimerees bl . . — ket el g
VERBSDH 1.0 Fisl
 — | 8 FProcesses...
PREPARED BY e ——
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Mytemes e noims
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DNCADD0 Mesitida | Durrrark
Pl R ] N b e
e
== A Reaianiiy
20 Final remarks 18
WS Matadals
21 Appendices ... : A8
21.1 Nycomed Data Science responsible persons per function for this pi Woriubls Value Lovei
21.2 How to work with Nycomed templates................ N — Controlied Teminolog@CodeL0be .. .
21.3 Template for CRFs - Mot yetavailable ... 18 Tenerdl s
21.4 DM documentsiemplates (DHP, DVP, DHR). ... 19 Hedrencistre of varaee Vstrus
T — — Technicsi requraments . .
21.6 General requirements on CDISC, SDTM and ADaMs .
T TS T T T T T T T T - Appendis

21.6 Mandarin template for tables, figures and listings documents ... - Exmmpis snnotalion of blank cRF 00000
21.8 Template for tables. figures and listings {ztandard maek-ups) - Not yet availabla 10
21.10Template for BDRM documentation - Mot yet available............c.o.oocceeieiiiecreeece 19

21.11Format for data transfers ...,

CRD package ) Page 2 of 19 Dale: 2210172008
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Processes m

‘

e CDISC deliverables, requirements and processes are generally described in a project plan including
QC plans.

e The SDTM mapping is based on a SDTM annotated CRF (aCRF), (non-EDC studies)

e SDTM and ADaM specification (URS)
— Contain all information about domains, variables, computation rules, etc

— Serve as a basis to create the define.xml file

e Communication:
— The discussion of content issues is generally done by means of ‘issue logs’

— Emails are generally restricted to organisational or administrative messages.

e SAS programming: external provider are required to do all programming of SDTMs, ADaM and TFLs
in SAS. (SAS program validation acc. to provider SOPs).
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CRO resources

NYCO resources

@cpisc . CDISC
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u Implementation Guide: alysis Data Model: Version 2.
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CDISC Submission Data Standards Team
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aCRF and SDTM define

Wisit. AE1 AESPID

Please print all details, and INITIAL and DATE all

Page 44

dd MMM
s [ 1T

Indicate B where applicable.

Form 10 - Adverse Event

(1) ADVERSE EVENT (Record only one per pags)
Canditien/Diagnosis o if Mo AEs, write in 'NONE {3l caps}

T5) NATURE OF EVENT
[]1 Single episode
[1z muttple spisode

AEPATT

Eia -

R

E |

(2} Was this event treatment emergent?
Dafnition:

SUPPAE.QVAL
(GNAM= -Any event not seen during Sereening or
“AETRTEM") Baseine and not recorded as contnuing on

Medical History.
oR

-Any event that has worsened relative to
Screenng, Bassline, or Medical Histary.
[T11 Mo, or the event cocurred before active reatment

2 ves

{8) INTENSITY
1 mad
[]z Moderat= AESEV
[z sewre

(3) SERIOUS ADVERSE EVENT
1 Mo
[]2 ‘es. includes at least one of the follawing:

-Deatn
-Life-threstening adverss svent
-Inpatint hospitalization required
-Hospitalizztion proionged

{7) RELATIONSHIP TO STUDY DRUG - PHYSICI &
ASSESSMENT

[]1 Defintely not

[]2 Uniksty :_"D

[ ]2 Possiby AEREL
[]4 Probably i»v.s

[]5 Defnitely

[]7 Unknown (Accarding to regulations. "Unknown™ will be
interoreted as "Fossby” Related )

{2) ACTION TAKEN REGARDING STUDY DRUG DOSAGE

[]1 Mone

[]2 Dose reduced AEACN
[J]2 Dose interupted
[]4 oDiscontinued (Completz Form 7, Fatient Status)

-Impartant medical 2vent (i.e. may jecpardize
subject and may require medical/surgical
intervention fo prevent above outcomes).

(I s, is o, nolify Piizer designes immediately. |

(4) DURATION

Date Bagan: - -
i { N Iy S Y |

Time Began: . AESTDTC
(24-Hour Closk) |
Date Ended: B ~
(DayMonthYear)
Time Ended: AEENDTC
(24-Hour Clock]

or [] Confinuing

(11) Comments (Please print). AEENRF="AFTER"
ffor I"Net study selest the comment toal an the foof bar)

SUPPAE QVAL [GNAM="AECO")

{8) CLINICAL OUTCOME
[[]1 Recoversd (with or without residual effects)
[]2 Mot yet recovered

STOTC (DSTERM="DEATH
[]2 DieddetotisaE = f i

Month Year
Record Date of Death: - -
El" Died, other causes N Iy ) Yy N |
[[]5 Unknown

[J&8 Change in intensity

{10) Did this adverse event result in surgeryiprocedure?
[J1 ne

[J2 Yes. (specty beiow)
Procedure:
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ETWTRF hhﬂ-—rht&m‘riu ZETEE Dot | IhemEg E mrmokag sk wan sepeorted e bec gt sl o pwrest ok,
Panc=d | = BERCHE, ciburvus xaimg
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] SAP
Pata flow and data processing F | M
_____ protocol SDTM ., SDT™M R ADaM
| aCRF specs specs
CRO
D
SDTMHADIVHTRL iyt o
— P, P Sps
. ..SDTM___ : ADaM
trial data | L | Data > SAS A 1 (Com J [data —
L E .
__________________________ i L] > TFL
. Electronic Lot SuppAE ¥
data(lab g, | LV e
| : ata : S AT
ECG, ...) ;fl'rial desigr} [ Trial ] \/

BDRM

population flag

|

N o
-------------------------------------

N -
--------------------------

Define.xml

Define.xml

CDISC Implementation at Nycomed

19



Define.xml

e Guidelines and rules
— CRT-DDS V 1.0 (define.pdf will not be accepted)
— CDISC ‘Metadata Submission Guidelines, Appendix to the SDTM IG V3.1.71°
— CDISC ODM V 1.2 standard (machine-readability)
— Naming conventions according to ICH eCTD

e Separate define files for SDTM and ADaM domains;

e Consistency checks:
— Number of datasets and variables included
— Dataset names and labels
— Variable names, labels, data type (expressed in ODM terminology)
— Order of variables within a dataset
— Consistency of values of variables regulated by controlled terminology
— FACT requirements

CDISC Implementation at Nycomed
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axas Results to Exalon\eCTD\m54datasets (final 05-MAR-2009)', \analyses',defline.xml - Micrasalt Internet Explorer =1001%]
Eile Edit Wiew Favaorikes Tools  Help ﬁ L
EBak - o= - (D 7t | @ 5earch  [GalFavorites  (Eedia €4 ‘ B S = a e I n e
Address I[_", Files L Daxas % 20ResUIks %2 0ko % 20ExalonfeCTDImSfdat asets % 20(final%2005-MAR - 2009)/ cp-06 9/ analyses /define xmi#DATASETS j ﬁGn | Links ‘ @ -
L Annotated Case Report Form Analysis Datasets for Study BY217_CP-069 "] ‘
[l snTm define.omt
[ supplemental Data Definitions Dataset | Description Structure Purpose Keys Location | Documentation
+ -
5 B ::'y:s Results Metadata ADSL | Subject One record per subject Analysis | STUDYID, USUBIID |adslzpt | See program
asets
Lewel del pdf
D) value Level — aeend
* [ controlled Terminology ADAE | Adverse One record per subject per | Analysis | STUDYID, USUBIID, | adae.xpt | See program
Events treatment per adverse TETA, AETEEM, adae.pdl’
event term per start AESTDTH
dateftime
ADEG |ECG One record per subject per | Analysis | STUDYID, USUBIID, | adegxpt | See program
parameter per analysis wisit PARAM, AVISIT, ! ) i - O —— } . o x
per analysis timepoint ATWIVISIT X ¢ | M5, Y vanalyses'define.xml - Microsoft Internet Explorer provided by Nycomn -10] %]
Fle Edt View Favortes Took  Help ﬁ
ADEGS |ECG One record per subject per | Analysis | STUDYID, USUBIID, | adess =
{derived treatment per parameter TRTA, PARAN ok - 5 - @ o | Qoearch [ravortes Greda F | ]
Address [ le:/]L: fclinprojects/daxss{_eCTD/DON0/mS dstssets/cp-063 analysesidefine. kbt ARN-Entry 1 = @e | Links ‘@ -
Go to the top of the define zml DF:::‘“MEd Case Report 2] ‘ Analysis Results Metadata (Detail) for Study BY217 CP-069 | -
Date of document generation (2009-02-09T11:37:33) L) soTM definc.mi =
[ supplemental Data
- Deﬁnni?ns Analysis Table 13.2.1: Summary of Subject Characteristics
[ Analysis Results
D Table 13.2.4 Description Frequency distribution of Gender and Race. Descriptive statistics of Age at Day 1, Weight at
Subject Level Dataset (ADSL) [ Table 13.6.3 seap Screening, Height at Screening and BT
Controlled Source/Computa B Table 13.5.1 Reason
‘Variable Label Type Lengtl/Format  Termmology Method Table 13.9.2
D Table 13.0.3 Data Gubiest Level (ADSLY [ Safety Flag =
STUDYID | Study Identifier | test |12 DM STUDYID D1 Table 1394 References | 2ucicct Level (ADSL) [ Safety Flag="1"]
TUSTBID TUnique Subject text |21 DM USUEID B fable 135 Documentation | slsum pdf, See CSR 6.4
) Table 13.9.6
Tdentifier
J [ Table 13.0.7
[ Table 13.9.8 Go to the Analysis Results Metadata Summ;
] L [ Table 13.9.8 [
L) Table ECGextra Analysis Table 13.6.3: Summary of TESS Adverse Events
L Table EcGextra.z
[ table ECGextra.3 Mumber of subjects with TESS AEs and associated TESS AEs. Mumber of TESS AEs and
[ Table 13.9.10 Description associated TESS AEs. Both by Treatment Group and Intensity. Mumber of withdrawals due to
D) Table 13.9.11 TESS Aes, number of serious TESS Aes and number of deaths by Treatment Group.
D rabie 13912 Reason pre-specified in protecel
O Table 13.9.13
[ Table 13.9.13 Data Adverse Events (ADAF) [ TRTEMFL ='Y" for TESS AEs, AEREL = 'LIEELY" for associated
D Table 13.9.15 References Aes )
B :::z :g;:: Docmmentation | aesum.pdf, See CZP 9.4 and C3R 9.1

1 Table 13.9.18

[ table 13.9.18 Go to the Analysis Results Metadata Summary

O Table 13.9.20

(] Table 13.9.21 ‘ Anahreie | Tahla 129 1- SQummary of NT Racnlte hy Traatmant (rann - Thaw 1 I_'j
e =l sl | »

[& [T [ tocalintranet 7
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e Quality control of SDTM, ADaM datasets is based on
— QC check plan

CRO
— WebSDM edit checks of SDTM datasets enhanced by study/project specific checks
— Nycomed relies on compliance to good clinical - and good programming practice.
e Internal QC
— Checksum / xpt files
— Schema conformity to ODM 1.2 NYC

— Consistency checks SDTM / ADaM (such as primary keys, variable naming and completeness, Null values )
— Final SDTM contents check after FACT upload (SDTM-TFL)
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Deliverables summary

SDTM aCRF
— Annotation of variables and variable values
— Top level bookmarks

e CDISC SDTM datasets (.xpt/.sas7bdat) + define.xml

e CDISC ADaM datasets (.xpt/.sas7bdat) + define.xml
— SAS programs for ADaMs (.pdf/.sas)
— SAS programs for TFLs (.pdf /.sas)

e Final specification documents
— SDTM
— ADaM

e Quality Checks (QC)
— QC plans
— QC reports (in particular WebSDM edit check reports)
— Validation reports

CDISC Implementation at Nycomed
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Lessons learned m

‘

Contracting external partners for CDISC data conversion tasks is more than just
telling the partner to refer to the current CDISC SDTM/ADaM and define.xml
standards

e Important
— CROs experience and
— Stable CDISC standard SDTMV 1.1/ IGV 3.1.1

e Main task
— Development of internal standards
— CDISC knowledge / training of employees

e In general, the CDISC standards are of high value and in particular the results published from the
SDTM/ADaM pilot provided excellent examples
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Thank you

Nycomed GmbH

Dr. Berthold Traub
Associate Director

Data Integration Standards

T+ 49 (0) 7531 84 3025
www.nycomed.com
berthold.traub@nycomed.com
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